The European project European and Latin American Systems of Ethics Regulation of Biomedical Research Project (EULABOR) has carried out the first comparative analysis of ethics regulation systems for biomedical research in seven countries in Europe and Latin America, evaluating their roles in the protection of human subjects. We developed a conceptual and methodological framework defining 'ethics regulation system for biomedical research' as a set of actors, institutions, codes and laws involved in overseeing the ethics of biomedical research on humans. This framework allowed us to develop comprehensive national reports by conducting semi-structured interviews to key informants. These reports were summarised and analysed in a comparative analysis. The study showed that the regulatory framework for clinical research in these countries differ in scope. It showed that despite the different political contexts, actors involved and motivations for creating the regulation, in most of the studied countries it was the government who took the lead in setting up the system. The study also showed that Europe and Latin America are similar regarding national bodies and research ethics committees, but the Brazilian system has strong and noteworthy specificities.
ABSTRACT
The European project European and Latin American Systems of Ethics Regulation of Biomedical Research Project (EULABOR) has carried out the first comparative analysis of ethics regulation systems for biomedical research in seven countries in Europe and Latin America, evaluating their roles in the protection of human subjects. We developed a conceptual and methodological framework defining 'ethics regulation system for biomedical research' as a set of actors, institutions, codes and laws involved in overseeing the ethics of biomedical research on humans. This framework allowed us to develop comprehensive national reports by conducting semi-structured interviews to key informants. These reports were summarised and analysed in a comparative analysis. The study showed that the regulatory framework for clinical research in these countries differ in scope. It showed that despite the different political contexts, actors involved and motivations for creating the regulation, in most of the studied countries it was the government who took the lead in setting up the system. The study also showed that Europe and Latin America are similar regarding national bodies and research ethics committees, but the Brazilian system has strong and noteworthy specificities.
BACKGROUND
During the 20th century, systematic procedures for drug experimentation on human subjects were developed through medical research. At the same time, the means for ensuring adequate protection for these subjects were developed. The early attempts to regulate experimentation were drafted in the Republic of Weimar at the beginning of the 20th century. 1 The first recommendation, establishing that all countries are required to have an independent ethical review of medical research by research ethics committees (RECs), was the Declaration of Helsinki. This is one of the most widely accepted recommendations on this issue and was formulated by the World Medical Association in 1964. 2 The study was conducted taking into account the socio-economical contexts in Argentina, Brazil, Chile, France, Germany, Mexico and Spain, and their relevance for the functioning of healthcare research regulation systems. In addition, EULABOR promoted dialogue and mutual understanding to make research and ethical reviews more transparent and to ensure compliance with ethics standards within different cultures.
We developed a conceptual framework to allow comparison of ethics regulation systems in different countries, aiming at its worldwide application. Other studies, limited in scope 5 or restricted to a single country, 6 have been conducted. Our study is the first comparative analysis of regulation systems in seven countries on two continents.
METHODS
Our conceptual framework defines the ethical regulation system of biomedical research as 'a set of actors, institutions, codes, and laws involved in overseeing the ethics of biomedical research on humans'. The system is dynamic and composed of three elements (figure 1).
Normative: institutions responsible for ethics regulations:
REC, public regulatory bodies, normative and legal regulations. 2. Executive: entities that contribute to operating the system under the supervision of the normative constituents, which include associations of biomedical researchers, healthcare institutions, patients' associations, research-sponsoring organisations (eg, pharmaceutical companies), universities and research centres. 3. Contextual: national and international conditions that contribute to operating the system within a given economic, social, cultural and political environment. In addition, related key questions were explored: the relationship between biomedical research and country health priorities; the policies regarding science and technology; and the pharmaceutical industry's role in defining regulatory frameworks and research agenda.
We developed a methodological framework to create national reports for comparative analysis from mainly primary information, obtained from interviews with key informants: representatives from RECs, public regulatory agencies, biomedical research associations, healthcare institutions, patients' associations, research sponsors, universities and research centres.
Using this framework, EULABOR's national teams described the system of ethics regulation of biomedical research in each of the seven countries involved in the project. A global and comparative analysis was then carried out. A database gathering the main results was developed. More details on the database and the methodology are available at EULABOR's website. 7 
RESULTS
Although Europe and Latin America appear to be similar with regard to normative elements, the level of involvement of competent authorities in ethics reviews and the enforcement of regulations differs among countries. The main results regarding regulatory frameworks, historical background, national bodies and RECs are as follows.
Regulatory framework
The national reports carried out by EULABOR's partners show that the regulatory framework for clinical research in these countries differ in scope. For example, the Mexican legislation covers only pharmaceutical research on non-registered drugs, epidemiological research and medical devices; Chilean legislation is less restrictive, while France, Germany and Spain have a more 
Historical background
From a historical perspective, the national reports showed that the political context, actors involved and motivations for creating the regulation systems varied among countries. 7 In Germany, the medical profession established, under public law, a nationwide system of ethics committees for the evaluation of research proposals and recommendations to researchers. In Brazil, the starting point was a national debate on human rights and public health that took place after the recovery of democracy. In Mexico and Argentina, national government and academic institutions provided the motivation to update international standards. In France, there were two simultaneous motivating factors: a strong political will and pressure from the national pharmaceutical industry. The pressure from the international pharmaceutical industry also had an important role in Chile and Argentina. Finally, in Spain the motivation for creating the regulatory framework was the harmonisation with EU membership requirements. In spite of different actors involved, in all countries except Germany the government took the lead in setting up a regulatory system. The national reports of this study showed, however, that the level of governmental involvement in the overseeing of respect for research ethics is related to the level of development of the country itself. Table 2 shows the national bodies in charge of research ethics in the countries studied. The Ministry of Health and drug regulation authorities are involved in all the countries in overseeing the ethical aspects of medical research. In addition, Germany, France, Mexico and Brazil have a specific national committee that render opinions on ethical and societal issues raised by the advances made in biomedicine and health. In addition to this role, the Brazilian National Commission for Research Ethics (CONEP) is responsible for establishing regulations for ethical issues in research.
National bodies
8 CONEP also registers all protocols evaluated by any Brazilian REC and plays an important role in the protection of human subjects participating in medical research. Indeed, CONEP is in charge of evaluating protocols addressing a number of special categories (ie, research on indigenous people, human reproduction, biosafety, medical devices, human genetics and research conducted abroad). None of the other countries studied oversees research protocols in the way that Brazil does.
RECs
As shown in table 3, all the countries studied have RECs that evaluate protocols on research conducted on human subjects. Its composition, tasks and funding do not differ significantly. The membership of a community representative is mandatory only in Chile, France and Brazil. In all the countries studied except Brazil and France, RECs receive a payment for the ethical review. However, REC members, except for private RECs in Chile and Argentina, do not receive any payment for the assessment. Table 3 shows also that all European countries studied have an accreditation system, while among Latin American countries only Brazil has an official system.
Other issues from Brazil are noteworthy. This is the only country whose RECs receive clinical trial results when research is completed, and require a commitment from the researcher to make the results public. The importance of this issue has been broadly debated by the medical community. Only Brazilian RECs have adequate resources compared with other countries, which generally acknowledge a lack of resources. The network connecting RECs, through the CONEP, is also particularly active.
Finally, the semi-structured interviews with key informants showed that in all countries studied (see table 3) the general public is not adequately informed about the existence, functioning and scope of RECs. Along with this lack of information there is a great demand for training programmes for RECs members, these needs being met mostly by academic institutions. 7 
CONCLUSION
The performance of a regulatory system, within a given economic, social, cultural and political environment, depends largely on the characteristics of its normative and executive constituents. Such an environment may favour an ethical regulation system if, for instance, it has a consolidated democracy or provides universal healthcare. Conversely, obstacles may hinder the system if, for example, large sectors of the population live in poverty, or if there is low involvement of the government The uniqueness of the EULABOR project is based on gathering empirical data on ethics regulatory systems of biomedical research in seven countries, each having strong national identities and situated on two different continents. This study offers a conceptual framework for designing and evaluating policies concerning the protection of human subjects participating in biomedical research, and allows comparisons among countries. The EULABOR database has been created to make this information available, and it will be updated periodically. 7 The results of our study show that developing and intermediate countries can make important advances and create strong ethics regulation systems. Indeed, this is the case for Brazil, whose system of regulation of research ethics has some unique characteristics, making it even more dependable than those currently in place in the European countries studied in this project. The sharing of this knowledge resulted in the improvement of local regulatory systems as a direct outcome of this project, as is the case in Chile, where a regulatory system is being set up in part as a consequence of the participation in this project by the Chilean Ministry of Health. We hope the EULABOR database will help other countries to design, initiate or improve ethics regulation systems for biomedical research that effectively protect the rights of human subjects.
